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jg-flj-*) o_j=L $\6\)t£ oj-nl ftSjQq aflaU-ig {Processes for preparing optically 

pure phenethyl amine derivatives} 
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<4> 



*H 4, 217,305s ^ *U,373, 106 Jl^r *>7l ^-§-6] 13)- ^-o] eHH^Il s)-^- 



<Wi:(achiral) #^ #^5L A|~g-^- > gj^rq tg^o} ^ # ol ^o^Tf) 
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[b °1 SHH^i" 50%°1 



<5> t^-s-^ 1] 



Xli'1.373,t06iL 



OH 



R3HNSO2 



R3HNSO2 



or 



O 




<6> 



^fit!: 1 ?!-^ ^^-31 z\) 1994-7746 J:^ £j-7l ^r-g-^q 2^ 7|^(chial) o^Sr o] 



til-g-o] ^t0- 
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±2 



R3HNSO2 



! Y> R«5 



Hit 2 ?« 




R 3 HNS<0 2 



! Y^l R 



R4 



H 




<8> 



tb^, ^-7lH ^12-295967^ ^ ^]2-3069585:^ is}7) i£-g-^ 33i)- ^-o] > o\v] 3. 



o]= ^ s^l^ hV^-a!^ N-MsJ- 



o> [«}-g-^ 3] 



CH 3 0-^\-CH 2 CHNH 2 

CH, 



R 3 -CH 2 C0C1 



CHaP^^CHjjCHNHCOCHjrR; 

CH, 



1) C1SQ,H 



2) NH, -3-XjrCH 2 CHNHC0CH a -B3 
3 H 3 N0jS^ CH 3 




CH 3 0-^^-CH 2 CHNHC0CH 2 0H^3 
H 2 N0 z S^ CH, R-,0 



R. 
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O O 



:£^"M1 Z\JEL3,, ti>-§-^^ o] ^oj^l^ o^rf. 



<12> 



<13> 



<14> 



<15> 



^7>*^- ^S^O ^a>^^ 7fl-*i^ ^S^-i: 7fl^]-J17l- <£^-# 7^ 

t!: ^i^, ^STllia ^HlH^J: £E±r ZL^l ^ ^#^r 7} ^ pH^-a] 7 1* S^- 

& ^1^1^^ -B-£X)1^1 ^l^Wj-T^ O. ^ JS_^ 0_^_ ^J. 

^1 ZL^l <g<5} xlla^^ *ll^Hr if-tb^. 

a. T^tgo] <g Eflotofl rq-eq-, oMlH^h li£ d HlH^>, IHf-.S.S. oMlH-ih ^_ 

d MlH^h ^ o]§^ ^"f- ^# (mixed anhydride)^, ol^^l ^o.^*.^ ^bh^ ^ 

#2f (R)-2-(4-^l^l3E]l^-3-Ol.nl^^i^-5)l^)- 1 -'Dll^Oll^ol-Ul S ^ <*j 7 ] gc- 6 J. 



18-8 



0030089081 



^ 2004/11/18 



31 xflS^ 0 ! Jfi*^: 



IT 
XX 

(R)-2-(4-^^Al^^-3-<s> 1 3l2 t ^3c 1 ^_^^)_ 1 _p|j^6()^ol.^l i£^=r #<£^ 
^^7>^^l-rf. 5£^, fSS ^HlH^t, «S£ oHea^ oHS^, J3.i3E. *HlH^ 

-S-^- tiSS. °M|ea> ^ ^MB^N -g-tJ- ^^-i-, tS.S <>M|H 

#7] fSS ^HlH^>, 1S£ °HlH-t>, ^HlH-t>, £..2.5. ^ ojs. 

^ (mixed anhydride)^ ^l^M^ ^o_s.JfB) sj-^-^-^ o_g_ ZL7>^| 

MSI (R)-2- h S2.-N- [2-(4-1^Al -3-oj.pl ttl^-^] ^ )-l-tifl f ofl f ] 0^50^1 n £ - ^ 

^ ^^1 ^ w>^-3j*H, <^1# (R)-2-(4-ti||J5-Al^^-3-<i> 

#7l HBl^^^. B^Hli 0 } 1 ?!, H^H^} 1 ?! JE^r x^ol^s^oij^o]-^ ^ b^-ji, 
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^-71 ^71 <*7]fe K 2 C0 3 , Na 2 C0 3 , KHCO 3 , NaHC0 3 ^ ^-7] ^7]^- S^t}. o] 



<21> 



^ls^^H ^l~§-7Fg^ <>H33Ml^r 



£B^s}f-l-^-N,N,N' ,N'-wl^(BnH^l€)-T-S^- «!jAl-^^o_sS2i5|lolH, 0-(7-o>7l-iffl2 



^1 



<22> 



0^1^-. a^r, ^>-S-^r£^ ^ -50 ~ 50 °C, h> ^ v}7)}^ 0 ~ 5 °C7> h>^-SV 



14. 
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#^ <^U>: 2004/11/18 



<*,g- (i) <^7l^ ^ytfl^HH 2-^1 71 71 (ii) 2-^l^Hl^>°l^ Sfe 

2-^^l5jl^-A>o-|H.^ til-g-Al^ (R)-2-(2-^^^l^^-Al)-N-[2-(4-^l^-Al-3-oH^i 

(R)-2-(2-^l ^ X\ )-N-[2-(4-till^-Al-3-ol-i3l ^5.^-3)1 ^)-l-*H ^MlB^M * 

^l* i^W^r (R)-5-{2-[2-(2-<^^l^^Al)^^o>til^]-HS^}-2-^^Aliffl^I# 

€-o>t3]je. ZL<^ <£ii| 41^^^ SfM. 

<24> ^-71 ^lS^l^ 13 -g- 2-295967 Jl ^ *f| 2-306958 Jl °11 *\ 7flAl^V °1 -S-"^ 

<25> ^-71 (R)-2-(2-^l^-^l )-N-[2-(4-^l^l-3-*M 2t#i^-^li)-l-T^<^]a>A||;E 

i^me|-*lH.3.^^ f ^115, #5.bH:e. ^ -fM4MI, wV^-^l ?r>7fc tJ*H^ If°} p } 

ol^, 3^ ^HIB ^ -fr7l-8-nfl 2J= -20 100 °C, H>^-3|§>7fl 

^ 25 tfl*l 60 "CafM ^ 3E* f ^>-§-7>^tb K 2 C0 3> S-B^ 

tert-Jf^M^, NaOH, NaH, KOH, KH, LiOH, LiH ^ 3£^-*H , «>^*l*Wlfe K 2 C0 3 , 

<26> ^-71 (R)-2-(2-^^a1^^a1)-N-[2-(4-^^aT-3-^1^^^-^)^)-i-^^o 1 ]^]o]-4h 

o}t:1 :e.-I- ^r^A]7l^ ^3]^ ^t]^- iiS§}o] JE.eM H.-^.^ H e| E. (NaBH 4 -BF 3 
etherate) S^b sH^-SMS- *g~$ ^ 2-6 ^ ^H-^H *r *l , ^ 
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<27> 



^■7}Q Qo) (R)-5-{2-[2-(2-^l^^l^l^Al)oi]^o>i3]i-]-s S ^}-2-p|l^-Aliffl^l 



<28> 



<29> 



<30> [*>-§-^ 4] 



MeO 



H 2 N0 2 S 



PI Jl ! 
aiMvl ill 



MeO 



CH 3 O 
H 



*!■•!*! I 




OEt 



OH 



MeO 



H 2 N0 2 S 



A^A N A^o 



OEt <n 



H 



~6 



MeO 



HaNOjS 



OEt 



<31> 



^ ^A]^>7l 33-2-^-, °1# ~A^r ^4. 



<32> -^Al<^] i. (R)-2-^S2.-N-[2-(4-^l^-A]-3-o>i3l^ i ^-5s|]^)-i-T I ll^-c : »]l^]-oHlH^H^ 
( ( R) -2-Br omo-N- [ 2- ( 4-met hoxy-3-am i nosu 1 f ony 1 -pheny 1 ) -1-met hy 1 -et hy 1 ] -acet am i de ) ^fl Si 

<33> (R)-2-(4-ri|l^-Al4^-3-6>Pl} E .^i^-2)l^)-l-Pll^^^ol- 1? l l.Og^: W^ 0 )^ 

50ml°\) ^-^4. aV-g-g-^^l Hsl^l^^V 1 ?! 0.72g (2.0eq)«- 7}^}J1, 0~5 °CS. ^^>^rf. w. 
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S£ *}*\} ea} i.44 g (2.0eq)* ^hS-g-^l ^7}^3l 0-5 T^H S^}^. HPLCS 



ll 0 ! S^^* ^9)% <*lll! oHl^l^lH 100ml* 7H-JI, <*|7H1 10% HC1 50ml* 7}^H 3H 



o. ^^i}. 10% K 2 C0 3 -g-^ 50m IS ^ ^Hl^H 



<34> 



§-: 80.0% 



<35> 



NMR(DMS0-d 6 ) : 1.15(3H, d), 2.6~2.8(2H, m), 3.8(2H, s), 3.90(4H, s), 7.0(2H, s), 



7.K1H, d),7.4(lH, d), 7.6(1H, d) , 8.21(2H, d) . 



<36> 



[ a] 24 D = + 5.0 (0=1, MeOH) 



<37> QX\c% 2. (R)-2-^S£-N-[2-(4-^^Al-3-o>Dl^S^-^m)-l-^€-^l^]-°HlHoH = 
( ( R) -2-Br omo-N- [ 2- ( 4-met hoxy-3-am i nosu 1 fonyl -phenyl )-l-methyl -ethyl ]-acetamide)-£) 



<38> 



115. 0 HlH^K3.4g)^§r ^l^^l #5.^-^1= 50ml<^l ^f°l3L, HBHI^K! 2.3g# 7\f>\ 



JL, -40 45 °CS. d])^ tSHH^]olE 2.66g^- ^7>^r ^, -40 45 °C 

oflA-l 4*1 # ^-§-#°H (R)-2-(4-^l^-Alff|l^-3-ciM^#i^-5|l^)-l-^m^ 

3.0g-jr 7>-Sr>Jl -40 45 "C^-H 1.5 ^l^^^ S^VS^. <^7H 10% HC1 50m 11- 7>S> 



10% K 2 C0 3 -g-^ 50ml 



Mgso 4 ^. ^^k ^ ^^st^. ^m#<i ^-^ji «!*a- 7>«h ^^^-&h s 

^ jL*f|Sl W#(4.0g)# 



<39> 



#r : 89.2% 
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<40> NMR : #7] loxj- ^<g*j- 



<4i> [a] 24 D = + 5.0 (C=l, MeOH) 



<42> <£X\d\) 3. (R)-2-#^S-N-[2-(4-^l^^-3-^l^^^-^l^)-l-^l€-^€]- 0 HlH<>MH. 
( ( R ) -2-Ch 1 or o-N- [ 2- ( 4-met hoxy-3-am i no su 1 f ony 1 -pheny 1 )-l-methyl-ethyl]-acetamide)-£| ^1 



<43> \d\]M\ W.S.JE. ^HlS-^> tflA] #3.3. ^HlH^r 1.05g (2.0 eq.)^: ^ ^ 

^^.3. «>-§-Al^ s^l W#(1.2g)# 
<44> ^-g-: 92.3% 



<45>- NMR(DMS0-d6) : 1.15C3H, d), 2.6~2.8(2H, m) , 3.8(2H, s), 3.90(4H, s), 7.0(2H, s), 

7.K1H, d),7.4(lH, d), 7.6(1H, d) , 8.2K2H, d) 
<46> [ a] 24 D = - 2.0 (C=l, MeOH) 



<47> ^a]<^1 4. (R)-2-(2-^^-a15e)]^a1)-n-[2-(4-^1^a1-3-o>p]^s^-5)1^)-i-t 3 11^-o]1^]o1-^H 

( ( R ) -2- ( 2-E t hoxyphenoxy ) -N- [ 2- ( 4-me t hoxy-3- am i no s u 1 f ony 1 -phenyl )-l-methyl-ethyl]-acetami 
de)^ 

<48> ^A]ofl 2^ ^lSYb (R)-2-^SS.-N-[2-(4-^^Al-3-d>Pl^i^-3fl^l)-i-p||^-c»(l^[]- 

6>Aflm^]S. l.Og* i=1 A ilfoM^ 10mHl ^-91 ^-§-, K2CO3 0.45g(1.2eq)« 7>^5|t)-. 2- 
afl^l^if 0.416g(l.leq)* 7>§>31 55 °C <*fl ^ 5Al# 51^>^rf. ^-g-^-i- 50ml 
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d]} \§o] Hi^}^ <£o}^ <^5q.*H 0.9g^ &q ^-Br ^9X^r. £<H3l 



<49> 77.8% 



<so> NMR(DMS0-d 6 ) : 1.15(3H, d) , 1.25(3H, t), 2.8C1H, m), 3.6(2H, s) 3.90(3H, s), 

4.05C2H, q), 6.9~7.1(4H, m) , 7.0(2H, s), 7.1(1H, d),7.4(lH, d) , 7.6(1H, S) , 8.2(2H, d) 

<51> [ a ] 24 D = - 38 . 2 (0=1 . 0 , CH 3 CN) 



<52> 5. (R)-5-{2-[2-(2-^^Al^^Al)^^o>T3l-]- H .s€>-2-^^l€^l^ 0 M^ 

(5-{2-[2-(2-Ethoxyphenoxy)ethylamino]-propyl }-2-methoxy-benzenesul f onamide)^ ^flS 

< 53 > g_g_f%o]B.Z\-°]£. 5.39g^- ^H^l^^f^ 200m Hi ^°]5L, ^ HE^-^^M 

JEL 23.4ml» #£r*fl *\ 15&Zt SL^^. i£-§"8-«W 

(R)-2-(2-«H 341 ^1 )-N-[2-(4-^l la#3L^-^ ^ € ] 6 MB<»H = 

27. Og* 7>«T; t}-§-, I5^r# $HMt-£i=K ^-§-^^-#^r 10% <S§^> 70ml 

§ 7>tt 30^# ^7} «r^>^^. ^-g-^^^l 10% K 2 C0 3 -§-^* 7>*M #-§-^1^ <£ 

32: ^ €^ ^(33.5g)-£- <2&i=K £<H*l ^m^l 

^ofl^. 7 ].^ ^ ^p§^- 25g^ <2&^-. ^l^-#(4:l) 

<54> 92.5% 
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<55> NMR(DMS0-d 6 ) : 1.15(3H, d), 1.25(3H, t), 2.65~3.25(2H, dd) , 3.40~3.55(3H, m), 



3.90C3H 



, s), 4.05(2H, q), 4.25(2H, t), 6.9(2H, s), 6.9~7.7(7H, Bz), 9.2(2H, s) 



<56> M.P : 226-229 °C 



<57> [ a ]24 D = -4.1(00.35, ^-Sr) 



Ml 



v 
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11 

tS.S °MlH^h MS^S. oHlS^V, s.s.o_ s o^ea^ o].^]ea> ) w ojs-oj ^ 

ol^-^^l 

(R)-2-(4-^]^-Al5)l^-3-0>T3]i t ^ 5 £^_5)l^)-l- 13 ^^l^cS}T ? l ^o] <£M oj-^sj. 



2] 

I^U- 3] 



<5)-«}-Aj 1> 




18-17 



030089081 M 2004/11/18 

= pfl^ fiSI s Till o] e f Jfij! ^S-SSs^l^lH, i^HH<?l 

4] 

1^1 -l^I ^-i: (i) ^7l^) $^fl^H A i 2-^1^21] ^4 w>-§-a] 71 71 q- (ii) 2- 

^^-Al4^>ol= 2-^1 3)1 ^HH.<4 ti>-§-Al^ 

(R)-2-(2-^ )_ N -[2-(4-*ll^H-3-ol-tf| ^S^-^^D-H H-^ €1 ^MlB^M J=* *)1 
<#7) (R)-2-(2-<i^-X| ^ll^Al )_ N _[2-(4-^l^-Al-3-o>ul i^^-sfl ^)-1-p11 ig| ] o>^1h 

1- S^Kr (R)-5-{2-[2-(2-°ll^-Al TEfli=.X| H ^]-H.S.€}-2-^l^-^l Mtf d HH 

ZLSl ^^1 aflSlJ-^. 
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